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earned patent term adjustment. See 37 CFR 1 704(b) communication, even if timely filed, may reduce any 

Status 

1)13 Responsive to communication(s) filed on 15 December ?nm . 
2a)H This action is FINAL. 2b)D This action is non-final 

4) 13 Claim(s) 1,3 and 9-16 is/are pending in the application. 

4a) Of the above claim(s) 7^6 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) S Claim(s) 1.3 and 9-13 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)Q accepted or bfl objected to by the Examiner 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 85(a) 

1 DD The proposed drawing correction filed on is: a)D approved b)Q disapproved by ^ Examjner 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
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application from the International Bureau (PCT Rule 17 2(a)) National stage 
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14® Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisions application) 

•t^nl u Th , 6 ' ranslatl0n of the forei » n lan 9^ge provisional application has been received 
15)D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 
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DETAILED ACTION 

Election/Restrictions 

1 • Newly submitted claims 14-16 directed to an invention that is independent 
distinct from the invention originally claimed for the following reasons: These claims are 
directed towards methods of treatment, not methods of predicting responsiveness. 
These claims utilize different methods, including a prescribing claim, for a different 
purpose and to achieve a different resu.t. Further, these claims would require separate 
searching and would be separately classified in class 514, subclass 620. Therefore, 
these claims are independent and distinct from the elected claims and would be a 
burden of search. 

Since applicant has received an action on the merits for the originally presented 
invention, this invention has been constructively elected by original presentation for 
prosecution on the merits. Accordingly, claims 14-16 are withdrawn from consideration 
as being directed to a non-elected invention. See 37 CFR 1.142(b) and MPEP § 
821.03. 

Claim Rejections - 35 USC § 103 

2. The following is a quotation of 35 U AC. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 



the prior a* are soon that 11.^^,5"^-*'?*' .0 be patented and 
loveolloo was made to a person havino oitffnS 'SUS^H flT "J"" 0 " 5 at ,he ,{me ,te 

3. This application currently names joint inventors. In considering patentability of 
.he claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
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the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1.56 to point out the inventor and invention dates of each claim that was 
not commonly owned a. the time a later invention was made in orderfor the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e). (f) or (g) 
prior art under 35 U.S.C. 103(a). 

4. Claims 1 , 3 and 9-1 3 are rejected under 35 U.S.C. 1 03(a) as being unpatentable 
over Maqbool e. al (Lancet (1999, 353:897, in view of Mason et al (J. Biol. Chem. 
(1999,274:12670-12674,. 

Maqbool teaches a method of screening for B1 adrenoceptor polymorphisms 
(see page 897, column 1 ) comprising: 

(a, genotyping the B1 adrenergic receptor of an individual to codon 49 and codon 
389 (see page 897, column 1 and figure 1). 

With regard to claims 9-11, Maqbool teaches determining whether the patients 
are homozygous for the presence of Ser49 and Arg389 (see page 897, column 1, -No 
individual was homozygous for the Gly49 allele"). 

With regard to claims 1 and 12, Maqbool teaches -The substutition of the 
positively charged arginine for the neutral glycine residue merits particular attention. 
This residue is situated at the interface al the interface between transmembrane helix 
VII and the intracellular tail of the receptor, a highly conserved region critical to G- 
protein coupling and subsequent cell signalling. An arginine residue is conserved 
between many species at this position and therefore substitution with a glycine residue 
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migh, affect receptor coupling. Since blockade of this receptor prevents myocardial 
■nfarction and prolongs „fe in patients after myocardial infarction or with chronic hear, 
failure, explohng the effects of these gene variants on response to treatment with b- 
adrenoceptor antagonists and on prognosis would be useful." 

This is an express suggestion to predict responsiveness to beta blocker 
treatment based upon the variation at Ser49. 

Magboo, suggests, bu, does no. teach, that the presence of the polymorphisms 
are indicative of a likely response to a beta blocker medication (see page 897, 
column 1). 

Maqbool does not teach the specific beta blockers of claims 3 or 6, nor does 

Maqbool directly predict the effects of the polymorphisms. 

Mason teaches a method of screeninn fnr fm 

uu or screening for B1 adrenoceptor polymorphisms (see 

page 12670, column 2) comprising: 

(a) genotyping the B1 adrenergic receptor of an individual ,o codon 389 (see 
page abstract and page 12670, column 2) 

Mason suggests, bu, does no, teach, ,ha, the presence of the polymorphisms are 
indicative of a likely response ,o a beta blocker medication (see page 12674, column 1 , 
With regard to claims 3 and 13, Mason teaches ,ha, propranolol is a beta blocker 
which differentially effects G,y389 and Arg389 (see page 12671 , table I). 

>. would have been prima facie obvious to one of ordinary skill in the art a, ,he 
Hme the invent was made ,o use geno,ype ,he poiymorphisms in order ,o anaiyze 
their effect on ,rea,men, since Magboo, teaches "Sine* blockade of this recepter 
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prevents myocardia, infarction and prdongs iffe in pali en,s after myocardia, infarction or 

treatment with B-adrenoreceptor antagonists and on prognosis wou.d be usefu, (sae 
Page 37S, co,u m n 1 Further , Mason teaches ^ ^ ^ ^ ^ ^ 

be predicted tha, individual bearing the Arg . 389 receptor wou|d fae ^ ^ 
B-bioc te r therapy because they wouid have a ganeticaiiy determined B1AR that 
achieves a greater s,imu,a,ion of adeny, cycfase (see page 12674, oo lumn 1f . Th(JS 

Mason express, predicts and teaches the effecofthecodonaagp.y.orphis.and 
suggests defining theeffeotof different antagonists on these gene variants, which, 
an express suggestion tha, some variants are more „My to respond to the beta 
blockers (which are B-adrenoreceptor antagonists, than other vahants. Thus An 
ord,nary prac«,ioner wouid have expected differentia, effects of Beta bioCers a, these 
two positions. 

Response to Arguments 

5- Appticanrs arguments f,ed December 15, 20 03 have been fuiiy considered bu, 
they are not persuasive. 

Appticant argues that the references do no, teach the KkeKhood of response to 

be most responsive to B-biooKer therapy because they woutd have a geneticaily 

de.em,nedB1A R , h a,achievesag r ea,ers,imu l a,iono f adeny(cydase(seepage 
12674, coiumn 1 r . There can be no clearer statement tha, Ihe poiymorphisms wouid 
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389 receptor mutation (see cotumn 1 ). Therefore, the likelihood is taught 

_ Appiioan, then argues this is an "obvious to try sit ua«on. The legal standard for 

-P 214 ,0S, wh,ch notes Piousness does no, reguire absolute predict. on, y 

Parties. See , e.g. , h re 0,arre„ , 353 , 2d 894 , 303, 7 uspQ2(j 16?3 

- «*■ (n this factual case, there is .press suggestion in the pnor an o f Mason 

.ha, the method wouid be PREDICTED ,0 succeed. As Mason s,a,es -Based on our 

bemos, responsive '° B-bioCer ,hera Py hecause ,he y wouid have a gene,ica, ly 
1»*—nir. Thus, Masonee X press ly predic,s success. This prediction ,a k es 

funo„on since ^ghooi s,a,es "We predic, one o, ,hese varian,s is , ikel y,o have 
functional reievance, This suffice, for a reasonable expec,a,ion of success The 

* some cases, what would have been "obvious ,0 ,ry"would have been 

P°ss,bl y arnved a, a successful result, where the prior art gave either no 
tnd,ca,on of which parame.ers were cr ifc a, or no direction as ,0 Z Z 
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many possible choices is likely to be successful Fn , o 
F.2dat688,2USPQ2dat 1278- N T ° ' nreGei 9 er - 815 

uo^d at 1278, Novo Industri A/S v. Travenol 
Laboratories, ,nc ., 677 F.2d 1202, 1208, 215 USPQ 412 1 r 

473, 5 USPQ2d 1529 , 1532 (ped Cjr J 469, 

li-ed. Or. 1 985), cert, denied , 107 S.C(. 1606 (19871- inr»T„ ,■ 

363 F,d 928, 931, ,50 USPQ 6 2 3, 626 (CCPA ^ 1 

The court in O'Farrell then, affirming, he rejection notes • NeiHw ,* 

applies here • Pnrth. - . her of these situations 

9 hep norart '^es two particular polyn^rphisn^a^^^^^ 
Maqbool PREDICT success Thic i- , and 

was given The pdo, Z M 3 Si,Ua,i ° n ^ "* ^ 

- o ,h si ;rr and Maqbo °' to specifc — - 

Ser49 and A r g389 mu,a,ions and their association Wlh beta blocker therapv 
Applicant concludes with an argur™, of unexpected results No e 
presented in either the specification „r a ^ WaS 

Further, ,he specificafio do 6n ' S 

itstetesaZTa I" 0,Wear,OCOnt ™^~ P ec,ed r esu„,as 

ates, a, page 13, paragraph 46, "The data provides comosiiinn •„ 
genotype a, codon 389 o, the B1 AR is a „ ° ** ' he 

B, AR ,s a strong predictor of blood pressure response ,o 
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Conclusion 

S. Applican, amendment necessi(ated , he _ ground(s) ^ ^ 
teMM * Accordingly, THIS ACTION IS MADE FINAL. See MP EP 

ri^:r:* - " , '* ii,, -' , -'*-«---- 

O MONTHS of the mailing dale of (his final action and the advisory action is nol 

— --.le^onthedate.head.onya.onisn.i.ed.Z 
n ~ '° 37 1 • 136(a> " - — - - - mailing date of 
---ya.on.lnnoevent.ho.eve^Mhesfatoto ry pehod for reply expire laler 
,ha " S ' X M0NTHS <™ «ne date of this final action. 

examiner should be directed tn io« r- 

Jeffrey Predman whose telephone numher is ,571 )2 72- 

0742. The examiner can normally be reached on 6:30-4-00 

-empls to reach the examiner hy telephone are onsoccessfol. the examine, 

~,cary Ben 2 ion can he reached on (57I)27 , 0782 . The fax phone nomher 
- o^o. this app(jcaWon or ^ 
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Any inquiry of a general nature or relatino in tho # . 

Proceeding sh ou, d De directed to th " ^ " 

Greeted to the receptionist whose telephone number is 703-308- 

'1 



Jeffrey Fredman 
Primary Examiner 
Art Unit 1634 



